Purified recombinant caspases-3, 8 or 9 were pre-incubated with inhibitor sub-libraries followed by addition of fluorescent substrates. Fluorescence was measured at a set endpoint and residual enzyme activity was calculated from the ratio of normalized fluorescence signal of inhibited and control non-inhibited samples (see experimental methods). Screening data for peptide libraries in which the constant position contains (a.) natural amino acids and (b.) non-natural amino acids as indicated along the horizontal axis. Cluster diagrams (also called heat maps) were generated using a hierarchical clustering algorithm that converts residual activity values into a color format. Red and blue squares represent 0% and 100% residual activity respectively.
Figure S2. Inhibition of caspase activity by recombinant Bir3 domain.
Cytosolic extracts (293) were induced to undergo intrinsic apoptosis by addition of cytochrome c and dATP for the indicated times followed by addition of 1µM Bir3 for 5min. followed by addition ofKMB01 (20 µM) to label residual caspase active sites for an additional 30 min. at 37˚C. Labeled caspase active sites were visualized by SDS-PAGE analysis followed by blotting for biotin using streptavidin-HRP. 
